run on a 1% agarose gel. After transfer to Hybond-N+ (Amersham, Piscataway, NJ), the blot was hybridized to radiolabelled minor satellite (a generous gift of Guoping Fan; 4) or IAP probe (a generous gift of Tim Bestor; 5) overnight, washed under high stringency conditions, and autoradiographed. Southern blots were performed at least three independent times to confirm reproducibility.
Genomic Bisulfite Sequencing
Four micrograms of genomic DNA was treated with bisulfite and desulphonated using the MethylEasy kit according to manufacturer's instructions (Human Genetic Signatures, Sydney, Australia). Two microliters of bisulfite DNA was used to amplify IAP and Line-1 elements using primers and conditions in (6) . Amplified regions were cloned into pCR2.1-TOPO (Invitrogen, Carlsbad, CA) and sequenced.
Electrophoretic mobility shift assays
GST-UHRF1SRA was expressed and purified as described previously (7) . For mUHRF1, mobility shift assays were performed with 10 ng of protein (7) , at pH 6.8.
HindIII-digested Lambda DNA (Invitrogen, Carlsbad, CA) was used as a non-specific competitor. For hUHRF1 assays were performed with 100ng of purified proteins. Since the gel shift assays were performed in the presence of a vast excess of unmethylated competitor DNA, the complexes appeared to be specific. Oligonucleotides used for binding are described in Supplemental Figure S7 . For K d analysis, at least two sets of independent experiments were performed with two different batches of GST-mUHRF1-SRA proteins. The bound fraction was plotted against the protein concentration, and data were analyzed using non-linear regression fit using Prism version 4.0c (GraphPadSoftware, Inc., CA).
Microscopy
COS-7 cells were transfected with DsRed-DNMT1 or Uhrf1-GFP (5 micrograms) plasmids with Transpass D2 reagent (New England Biolabs, Ipswich, MA) for 48 hours.
Fluorescence microscopy was performed as previously described (2) . Cells were visualized with a Zeiss 200M microscope with a 63X oil objective lens at 488 nm for GFP-UHRF1, 568 nm for DsRed-DNMT1, and 460 nm for DNA staining with Hoechst 33342. mUhrf1-/-cells were fixed in methanol, permeabilized with PBS-1% Triton X-100 and incubated with anti-PCNA (Cell Signaling Technology, Danvers, MA) for overnight after blocking the slides with 1xPBS-5% BSA. PCNA was revealed by an antimouse IgG Alexa Fluor 594 (Molecular Probes, Invitrogen, Carlsbad, CA) and the DNMT1 was revealed using Anti-DNMT1 polyclonal antibody overnight Santa Cruz, CA), followed by probing with anti-rabbit IgG Alexa Fluor 488 (Molecular Probes, Invitrogen, Carlsbad, CA).
COS-7 cells grown on slides

Chromatin association experiments
hUHRF1 siRNAs (Invitrogen, Carlsbad, CA) or DNMT1 siRNAs (New England Biolabs, Ipswich, MA) were introduced into HeLa cells by two transfections using RNAiFECT reagent (Qiagen, Valencia, CA), (2) . Forty-eight hours after the second transfection, chromatin purifications were performed as described previously (2) . Briefly, the transfected HeLa cells were subjected to crosslinking with 1% formaldehyde for 10 min at room temperature, followed by washing twice with PBS (pH 7.4) and lysis in buffer A (100 mM Tris-Cl at pH 7.5, 5 mM MgCl 2 , 60 mM KCl, 0.5 mM DTT, 125 mM NaCl, 300 mM sucrose, 1% NP-40). After lysis on ice for 10 min, the nuclei were pelleted, 
Co-precipitation and Western analysis
HEK293 cells were transfected with CBD-DNMT1 by FuGENE (Roche, Indianapolis, IN) and selected with Zeocin (Invitrogen, Carlsbad, CA). Pull-down experiments were performed as described in (2) Figure S10 . SuvH6 SRA binding specificity is different than mUHRF. Electrophoretic mobility shift assays with GST-SuvH6SRA binding to double-stranded oligonucleotides containing unmethylated (U), fully methylated (M), or hemi-methylated with the methyl-cytosine on the sense (Hs) or antisense (Ha) strand containing CG dinucleotides, CHG or CHH trinucleotides, where H = A, T, or C. fp is free probe.
